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DETAILED ACTION 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Accordingly, claim 7 is being examined. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

- (a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claim 7 remains rejected under 35 USC 103, as being obvious over Maloney et al, in 
view of Press et al, Kaminsky et al, 1996, and Kaminsky et al (US 6,287,537, filed 05/29/1998), 
and further in view of Wahl et al, for reasons already of record in paper of 07/03/06. 

The response asserts that the Office has not presented evidence that establishes that the 
term "refractory, 1 ' as used in the claim, has the broad meaning alleged in the rejection. The 
response assert that for the reasons argued at length previously, applicant maintains that the 
examiner has not presented evidence that demonstrates that "refractory," a term of art in clinical 
oncology, would have been understood by one of skill as the equivalent of "nonresponsive," as 
the Office holds. 
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The response has been considered but is not found to be persuasive for the following 
reasons: 

Since "refractory" encompasses "not responsive to treatment" as defined in Webster's II 
Dictionary, 1994, page 988, and since the meaning of "refractory" is not clear in the 
specification, the subject refractory to treatment with non-radiolabeled rituximab in the claimed 
method is reasonably interpreted as encompassing any subject having CD20-positive cell 
lymphoma, wherein the subject is resistant or not responsive to said treatment, as manifested by 
not showing anti-tumor response. The refractory subject is clearly the same as the 54% of NHL 
patients in the reference by Maloney et al, which patients express CD20 antigen, but do not 
respond to the treatment with the non-radiolabeled anti-CD20 antibody. 

The response asserts that the cited prior art does not set forth as evidence of motivation 
and a reasonable expectation of success. In particular, none of the cited references teaches that a 
radiolabeled anti-CD20 antibody would be expected to be efficacious to treat a B-cell lymphoma 
patient refractory to any unlabeled anti-CD20 antibody, as the Office appears to believe. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

One would have been motivated to treat those population of patients who express CD20 
antigen, but who do not respond to the treatment with the non-radiolabeled anti-CD20 antibody, 
taught by Maloney et al, with radiolabeled anti-CD20, in view of Kaminsky et al (US 6,287,537), 
which teach that: 1) the radiolabeled anti-CD20 is effective in those cases wherein the patients 
do not respond to non-radiolabeled anti-CD20 alone (column 21, third paragraph, lines 48-54), 
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and 2) the anti-tumor response of the non-radiolabeled antibody alone is only seen after a large 
dose of the non-radiolabeled antibody (column 21, lines 40-54), thus clearly suggesting that 
although the non-radiolabeled anti-CD20 antibody has some anti-tumor effect, it is not efficient, 
because a large amount of it is required to show its effect. 

Further, one would have a reasonable expectation of success, in view of: 1) the above 
teaching of Kaminsky et al that the radiolabeled anti-CD20 is effective in those cases wherein 
the patients do not respond to non-radiolabeled anti-CD20 alone, and 2) the teaching of Press et 
al that iodine- 131 anti-CD20 antibody is successfully used for patients with B-lymphoma, and 
the teaching of Wahl et al that iodine-131 anti-CD20 antibody is also safely used for patients 
with B-lymphoma that are previously treated with the lableled antii-CD20 antibody, but are 
relapsed. 

The response asserts that the primary reference, Maloney, does not discuss treatment 
options for non-Hodgkin's lymphoma (NHL) patients who fail to respond to the administration of 
rituximab. The response asserts that whether or not such patients are "refractory" to rituximab, as 
the Office asserts, Maloney teaches nothing more than their lack of response to the chimeric anti- 
CD20 antibody therapy. The response asserts that the reference is silent as to any other therapy 
that might be attempted. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

The response argues individual reference, instead of a combination of references. 
Although Maloney et al do not teach treatment options for non-Hodgkin's lymphoma (NHL) 
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patients who fail to respond to the administration of rituximab, an anti-CD20 antibody, this is 
compensated by the teaching of Kaminsky et al. That is, one would have been motivated to treat 
those population of patients with radiolabeled anti-CD20, in view of Kaminsky et al (US 
6,287,537), which teach that: 1) the radiolabeled anti-CD20 is effective in those cases wherein 
the patients do not respond to non-radiolabeled anti-CD20 alone (column 21, third paragraph, 
lines 48-54), and 2) the anti-tumor response of the non-radiolabeled antibody alone is only seen 
after a large dose of the non-radiolabeled antibody (column 21, lines 40-54), thus clearly 
suggesting that although the non-radiolabeled anti-CD20 antibody has some anti-tumor effect, it 
is not efficient, because a large amount of it is required to show its effect. 

The response asserts that Wahl abstract does not appear to relate to the subject matter of 
the claim. The response asserts that while it describes the administration of a second course of [ 
1-131]- anti-B 1 radioimmunotherapy to NHL patients, it is, silent about whether any of the 
treated patients were refractory to prior therapy using an unlabeled antibody. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

The response argues individual reference, instead of a combination of references. The 
Wahl reference shows that [1-131]- anti-B 1 radioimmunotherapy to NHL patients is effective 
and safe, even with its prior usage. Thus, in view of the teaching of Kaminsky et al, Press et al, 
and Wahl, one would have motivated with a reasonable expectation of success to use radiolabled 
anti-CD20 antibody for those patients who do not response to anti-CD20 antibody taught by 
Maloney et al, supra. 
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The response further asserts as follows: 

Neither of the two Kaminski references identifies or discusses any patient that fails to 
respond to a therapeutic dosage of unlabeled antibody. Every patient described in the JCO paper 
and in the '537 patent was treated with the complete f 'pre-dosing"-plus-radiotherapy regimen. 
Neither reference describes a control involving the treatment of an evaluable patient with only 
unlabeled antibody. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

Contrary to the response assertion, the passage "in these cases and those in which a 
response appeared to occur only after an RIT (radiolabeled anti-CD20 antibody) dose, a targeted 
radiation effect is also likely" (Kaminsky et al, column 21, lines 48-50) indicates that the 
radiolabeled anti-CD20 is effective in those cases wherein the patients do not respond to non- 
radiolabeled anti-CD20 treatment, prior to treatment with radiolabeled anti-CD20. Which 
patients clearly were treated with only unlabeled antibody before the treatment with radiolabeled 
anti-CD20 antibody. Further, Kaminsky et al teach that the anti-tumor response of the non- 
radio labeled antibody is only seen after a large dose of the non-radiolabeled antibody (column 
21, lines 40-54). It is noted that the treatment taught by Kaminsky et al involves a first treatment 
with non-labeled anti-CD20 antibody, and after 0-4 weeks, followed by a second treatment by 
131-1 labeled anti-CD20 antibody. 
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The response asserts as follows: 

Furthermore, neither reference reports on any patient given a full "pre-dosing" quantity of 
unlabeled antibody in advance of a radiotherapeutic dose of [131-I]-anti-Bl by as long as the 
interval that the authors/applicants allowed for assessing a clinical response to radiotherapy. 
Thus, neither reference examines whether any patient responded or failed to respond to any 
effective dose of unlabeled anti-Bl. Neither Kaminski reference provides evidence of motivation 
to treat the specific population of patients required by the claim, because neither identifies or 
discusses such a population. The passage in the '587 patent at col. 21, lines 48-54 does not allow 
one of skill to conclude whether or not any of the reported patients would have failed to respond 
to the administration of unlabeled antibody alone. The cited passage teaches that the full benefit 
of the regimen is observed only after radioimmunotherapy (RIT), not that any of the patients 
were demonstrated to be refractory to unlabeled antibody. This is particularly so in as much as 
the protocol to which the cited passage relates involves administration of unlabeled antibody 
with a tracer dose of radiolabel over a period of 0 to 4 weeks ('587 at col. 14, lines 5-12), 
followed by a therapeutic dose of radiolabeled antibody in a timeframe only described as M [a]t 
least one week after the last trace-labeled dose" (col. 14, line 13). In contrast, clinical responses 
to the radiotherapy regimen is evaluated "4 to 6 weeks post RIT, and every two to three months 
thereafter" (col. 16, lines 8-9). The cited passage does not allow one of skill to conclude whether 
or not any of the reported patients would have failed to respond to the administration of 
unlabeled antibody alone. 



Application/Control Number: 09/762,587 Page 8 

Art Unit: 1642 

The response has been considered but is not found to be persuasive for the following 
reasons: 

The response has not provided any evidence showing that: 1) the evaluation of the 
response to unlabeled anti-CD20 antibody by Kaminsky et al, and 2) the 0-4 week time period 
for evaluating the response to non-labeled anti-CD20 antibody is not valid. The response has not 
provided any evidence showing that the doses of the unlabeled anti-CD20 antibody taught by 
Kaminsky et al are not effective. Further, although the unlabeled anti-CD20 antibody is effective 
in some cases (Kaminsky et al, column 21, lines 30-48), however, in those cases where the 
patients do not response to the prior treatment with unlabeled anti-CD20 antibody, the treatment 
with radiolabled anti-CD20 antibody is effective, as clearly indicated by the following passage in 
Kaminsky et al "in these cases and those in which a response appeared to occur only after an 
RIT (radiolabeled anti-CD20 antibody) dose, a targeted radiation effect is also likely" (column 
21, lines 48-50). 

The response asserts as follows: 

Moreover, the logic of the Office's argument cuts against the teachings of the Kaminski 
references. If one of ordinary skill considered that a given patient was refractory to an unlabeled 
antibody, that patient would not be treated with any additional unlabeled antibody since the 
treatment would be expected to be without effect. Yet Kaminski teaches that "pre-dosing" with 
unlabeled antibody contributes to the effectiveness of the radioimmunotherapy protocol 
described in the references. Neither Kaminski reference provides motivation to omit part of the 
therapeutic protocol it sets forth. 
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The response has been considered but is not found to be persuasive for the following 
reasons: 

Although Kaminski teaches that "pre-dosing" with unlabeled antibody contributes to the 
effectiveness of the radioimmunotherapy protocol in certain cases or certain conditions (the anti- 
tumor effect of the antibody moiety), Kaminsky et al also teach that "in those cases in which a 
response appeared to occur only after an RIT dose (therapy with radiolabeled anti-CD20 
antibody), a targeted radiation effect is also likely" (column 21, lines 48-50), i.e. for those who 
do not response to the pretreatment with non-radiolabeled antibody, the treatment with 
radiolabeled anti-CD20 is effective. Thus the teaching of Kaminsky et al provides motivation for 
treating those who do not respond to the unlabeled anti-CD-20 antibody alone (those in which a 
response appeared to occur only after an RIT), because the radio-labeled anti-CD20 antibody 
treatment is effective in those cases. 



NEW REJECTION BASED ON NEW CONSIDERATION 

Double Patenting 

A nonstatutory obviousness-type double patenting rejection is appropriate where the 
conflicting claims are not identical, but at least one examined application claim is not patentably 
distinct from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 
1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In reLongi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
R2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 
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Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

An obviousness-type double patenting rejection is appropriate where the conflicting 
claims are not identical, but an examined application claim is not patentably distinct from the 
reference claim(s) because the examined claim is either anticipated by, or would have been 
obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 
(Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re LongU 
759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985). 

Claim 7 of the instant application is provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 7-9, 33, 42, 44-45, 47-48 
of the copending US application SN= 10/196732, as evidenced by Maloney DG et al, 1997, 
Blood, 90(6): 2188-95, of record. 

Claims 7-9, 33, 42, 44-45, 47-48 of the copending US application SN= 10/196732 
anticipate or would have been obvious over the claim 7 of the instant application. 

The combined embodiment of claim 7 and depending claims 8-9, 33, 42, 44-45, 47-48, as 
directed to a method for treating a human having B-cell lymphoma, wherein the lymphoma is 
non-Hodgkin's lymphoma, wherein the patient is refractory to treatment with a chimeric anti- 
CD20 antibody, or rituximab, comprising administering a radiolabeled anti-CD20 antibody, 
wherein the radiolabeled anti-CD20 antibody is a murine antibody, and wherein the radiolabeled 
anti-CD20 antibody comprises iodine- 13 1 label, anticipates the claim 7 of the instant application. 

The only difference is that the instant claim 7 recites that the subject has CD20 positive 
B-cell lymphoma, which is however an inherent property of B-cell lymphoma, such as non- 
Hodgkin's lymphoma, as evidenced by Maloney et al. Maloney et al teach treatment of patients 
with low-grade non-Hodgkin's lymphoma, using Rituximab (IDEC-C2B8), a chimeric 
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monoclonal antibody directed against the B-cell specific antigen CD20 expressed on non- 
Hodgkin's lymphoma. 

Thus, although the conflicting claims are not identical, they are not patentably distinct 
from each other because they relate to the same inventive concept. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not been patented. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MINH-TAM DAVIS whose telephone number is 571-272-0830. 
The examiner can normally be reached on 9:00 AM-5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, SHANON FOLEY can be reached on 571-272-0898. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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